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AB Perindopril (I), a perhydroindole compound and a novel class of angiotensin 

convertase inhibitor, after oral administration leads to an active metabolite 
by de-esterif ication of the Et ester. Routine biol. measurements are 
currently done using a radioimmunol . assay, but a mass f ragmento-graphic 
method was developed using plasma spiked with the drugs, which were then 
derivatized to the iso-Bu ester heptof luorobutyramide and assayed using 
ammonia neg. chemical ionization. Levels of 100 pg/mL were assayed. However, 



isobutanol derivatization provoked partial transesterif ication of the Et ester 
of the parent drug into the diisobutyl ester derivative, which corresponds to 
the active metabolite. A second method of derivatization to stable 
trimethylsilyl esters preserved the original Et ester of the parent drug. 
Despite the lower ionization yields, the mass fragmentog. method was sensitive 
and accurate enough to work satisfactorily at the 2 ng/mL level in spiked 
plasma, which is the level found currently in patients. 
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TI Synthesis of S9490-3 [U-l 4C-cyclohexyl ] 1- [ ( 2S ) 2- [ ( IS ) 1- 

(ethoxycarbonylbutyl) amino] -1-oxopropyl ] - (2S, 3aS, 7aS) -perhydroindole-2- 
carboxylic acid tert-butylamine salt and S9780 [U-14C-cyclohexyl] 
1- [ (2S) 2- [ (IS) 1- (carboxybutyl) amino] -1-oxopropyl] -2S, 3aS, 7aS) - 
perhydroindole-2-carboxylic acid and of [3, 4-3H-butylamino] S9490-3 and 
[ (3, 4-3H-)butylamino] S9780 
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AB The title 14C-labeled compds . I (* signifies the uniform labeling of the 

cyclohexane ring with 14C) and II were prepared from aniline-U-1 4C in several 
steps. The title 3H-labeled compds. were also prepared The latter synthesis 
involved the tritiation of an allylglycine residue. The title compds. are 
potent inhibitors of angiotensin-converting enzyme. 
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